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AHl ^^s. ei=ji7V -f^^i^ ZL ^Jl^. ^^^J ^ •?>^^«^1 ^<H\1: ^ii^S-Al-oiH. 

(sweroside). S7>\l(loganin)2f o]s^:£o]^(iridoid)^l -t-^-t!: -^Jl 

S. 1 

iii^SA>o]s.(sweroside), ^7l-\i(loganin), 
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2:-^^ ■^■{Ext Taction and purification method of constituents from stem of Lonicera japonica 
Thunb. and the constituents of injection drug} 



A>;^1 A>^Al o^jL7> -f^^H ^ -n-SLA^. o>^^j ^ "^^Ajol ^^flSA>olc 

(sweroside). S.7l-Td(loganin)5i|- <5lHl£c>l = (iridoid):^ ^'^^^S. ^-^-^ -B-JL 
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<3> Lonicera japonica Thunb.)^ 'S-S- • -f-^ ^ -^-^^^^ 

50 ~ 600 m ^1^ ^7]^ ^ ^oi] 7\^^^^ ^^^(.^■Bm.) ^^^^ 

^^^21^ ^-^^i^m^). ^y\^ ^7], 

UM). ^7], ^im(JhJfii). ^-tCm). -Sl-s^CT^), ^£(H5Pi:)^«^ '^S^<^m[ 
tflt!:^#£^. 709. 1989. ^^^\, ^i-i- ; tfl^$^=^iqt!:^(^S^)ff^^ . ^1^^, '^l'* 

^. 87, 305. 1988. tt^^fl^^^^^'^V. i tt-^?"^ ^>-S^ l" . vol. 4. 148-149. 

1996, ^i^ifl^iiL^:^^, Stb, ^V^^^, tb^^i^^l ^^ifli^l^ z?" 

S^^^^^^T^^, 276, 1991. <^7j-#^>«.>, ; 349-351. 1991. <^7j- 

#^^V, ^^<^l^i^ -2.211 %^^<^1 '^tb^^ >S-7l£ 

^^o] -M^^l- S.^^ -H-Jl -^Sel 1:^^ ^e^s) 

32, . ^1^^ '^S^^^^l, 363-367 , 25. 1994 ; Flavonoids from the aerial parts of 
Lonicera japonica. Son et al.. Arch. Pharm. Res., 365-370, 15. 1992 ; Antiinflammatory 
activity of Lonicera japonica, Lee et al.. Phytother. Res.. 445-447. 12. 1998 ; 
Triterpenoid saponins fran the aerial parts of Lonicera japonica. Son et al., 
Phytochem.. 1005-1008 . 35. 1994 ; Ant i- inflammatory activity of the major constituents 
of Lonicera japonica. Lee et al., Arch. Pharm. Res., 133-135, 18, 1995]. 
<4> ^1^^7>^l ^^^^ 9l^^<^ ^-H-^ -^Jl%>^^^^^-2.S 7'V5|l^<a¥|\i<0-(caffeoylquinic 
acid), ni)^ ?>3^olH(methyl caffeate), -t-SS-^^l^d-^ (chlorogenic acid), 6>ol4i-#S.S.;^l 
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^^ <^7^: 2003/10/1 



\i<i:(iso-chlorogenic acid) 7}^^^^ (tannin) -^i^ S.7>\i(loganin). >i^S.a>o1 
S.(sweroside), :e.€S.A>ols.(vogeloside) , ofl5il-:a.;iS.A>o]s.(epi-vogeloside) 
B. #e1-olsAl.ol^(iridoid glycosides) ^<^1 9X^. ifl^^ 91^ ^ 

^^51^ ^^^5^ '^l^il^ ^T^7V tfl^^oi^rV. nem. ^A]^ <?! 

M- S^Afl^(lonicerin). S.ol#^(rhoifolin) , ^a^-l-el-g-Cochnaf lavon) 

■ l-eil-iii^<^lB.(flavonoid)^4 ^ti]5l-:^1Vi(hederagenin) , -ar^loV^^-ilrColeanolic acid)-i: 
^S. HB}<5l€^(triterpene):^ >^>S\i (saponin) ^ z^f^ 7>^^^^ ^M^?} <5l-f- 

<5> ZL&iM-, ol&Jt!: ^'^^ ^fe ^^^S-^Bl ^A>;*|]# 711^§>7H]^ ^ 7>;^1 

Ttj-el- o^i^ c)-^ ^^^#4 ^^'^'l ^'S"^ ^^7> ^JL n]^<^ ^1 ^^^fl -t 

^^sl'H 9X^ ^^^h^^]B.^ #61] \i:-g-^ol7l tifl§.6ll ^>§^ oi-^£] 

Id, ■^•81 2.icc|l>iSLA>olH.(monodesmoside)^fe -8-"t2h-§-ol 7j-^ ^o.^ ^7] tfl^«sfl 

<5l* ^^fl^W ^isq ^A>*>^ l:7>^*>cf [Studies on the saponins of 

Lonicera japonica Thunb. , Kawai et al., Chem. Pharm. Bull., 4769-4775, 36(12), 1988]. 

^^^^ §e^-^ii«^lS.^ t^ol ^^^<ill -i^*! 




%^ <^7^: 2003/10/1 



^, ^t'^^ -^s.^ #^1 ^^I:^. 

<6> <>H. ^ ^^x>#^ ^<g, Jl47> -f'T^^^ ^^^^ ^ ^^V3: -^r^-ir ^ 

Ajo] ^oli^- ^A>;ifl -^S-S. ^-^^ :ii4flS.A]-6lH.(sweroside), S.7>\i(loganin)3)- <^]Bl£ 
<7> oil-Bl-A-l, ^ ^^^^S^Bl di^, -f^-sM. ^^^^ ^ ^^^J^l ^ 

<9> ^^^^ ^^1 «=^^«V31, <=^^«^ T^S^ ^ 
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cii> o]si\. ^ ^T^^ Dl^ ^M^^ ^^^^ tf^^l- ^t:]-. 

(sweroside). S.7>Td(loganin)4 ^-B: <*lelH<^lS.(iridoid);^ -i-^^ ^^^^S. ^-frtb -^-31 

'14> ^^^^2:. ^^Sl, 42^-^ -^ISS tflHl 7 ~ 10 flfl^^ ^^^S. 2 

^fl^l 3Al^^o> ^ <^^*>'^ 3.0.31, tfAl 5 ~ 7 wfl^^ ^^^S. 2 

OL ^si\7} ^ tfl«l $1= 1 ~ Sflfl^ (v/w ) ^£7> ^ :^ c^-a] tb^ <^ii|-tbi^. 

*a=<^l l-i^ ^<H^l7ll <>1^7ll ^oL -§-«ll£7> 

<a:ol ^o>;^ Al:j>4 Ir^el^o] ^^§^7^ SjS-S. ^^4- ^^^S ^li^i^. 

^ ^ T^i^ ^ 10 ~ 20 30 - 50 rpm 3il^€l-jl ^ 

^^1^. §2ltl- ^ f-^ <^ij., ^^3:H 1^> 
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%^ 2003/10/1 



1 ~ 3 tifl^ (V/W)^ ^S^^ >^>-§--&>fe ^<^1 7l#€ 

^4 Ir^^^^o] ^ jL5i|-7> 7>^ -f^*>^i=l-. 

Z^-Z^-Sl ^^#01] tfltfl S-^ ^ ^^A^ A]-^^ ^ ^Al C^^^ 

*^#<^1 7>^ ^^Si ^^1-^ ^ 

, ^A^ ^A^ Al^ S.^<HlAi ^A>;^1^ 7fl^*V7l<:.ll^ ^^^tt ^4* -^5^-^!=^ , ^^Ife ^ 

^^<^ ^-n-€ \f-§-^ #e1-:e.irolH.(flavonoid), ^\i(tannin) ^ A>s.v^ (saponin) >«§^ 

1-10 ufl^(w/w)^ a>^«>ji -g-pfl^ 50% (v/v) ^-S-^, ^ 

^A-ls ^:^;=(il 2 ~ 3Hfl^* -g-^A]^ ^ ^pfl^ -g-^Al^l^ >i^-Il2flcl<a 

H(step-gradient) A>-g-^i:f. oI^tII <S<H^ ^ ^^^S. -§-#Al^^ nfl <^ 
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#^ '^T^: 2003/10/1 



* ^'^l ODS(Octadecylsilane) ^1^^ aS^VS. 

n2fl3^# ^Al^V^cl] 10%(v/v) ^^-^ ^^^^B\ 10%(V/V)'5^ Bfl^^ oj.^ ^^7H 

^V-S-tbT^. olBfl, 20 ~ 30%(v/v) ^ft^ ^-§-^^ -§-#^m ^^'<='l 7]-^ ^3171- 
^^Vo^. ^^*>^ ^^Hl ^^S.^ 7fl^oi] ^o.s. ^^sjSirl-. 

:16> ^7]Si\. ^ tc|-E- CLS. ^^^^S-^Bi ^#S)<H ^^-i". 

7>^ %^«:>1 20 ~ 30%(v/v) ^-g-^ -§-# -^5:%^^^* ^ 

:^t!: ri::^flS.A>ols.(sweroside), S7>\i(loganin)4 <^lBl£c>l:c (i^idoid)^! 1-^<^1 

^ 1-^«=>H. :ii4flS.A>olco^ 15.1 ~ 72.1 S.7>\d(loganin)fi1 

^ 13.9 ~ 41.4 ^^9&S ^"a^^T^f. ^•^•HlAi^l EDso^ ^^Ju4 ^tb <^H1 

m^-B-S Sl-ol^ Al-^611A^ 0.03 tng/Kg, :4i<SJl3i|- ^^-i: ^tt aS.^ .2-^ -^S.^^ ^^^^ ^ 

^A] EDso^ 0.3 rag/Kgol«f|-5|tl-. SE^, ^^ LDao^ 2.0 g/KgS 

o]^^ ^S.^]^^- -g-^^^^ Al-^Al s.^ <^^^ ^^^Al-«>5I4. ^l^^l 150 

nig/Kg<^l'H£ ^^^^ #^*V^1 ^<=>} "^^^^ ^-§-^ o]>^6|lA-l:£ <5l:^*]-£.S ^^M^ S.€r ^ 
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:18> ^71 -^S. ^"^^-Br ^^^V^ , M-^7\] t^** 

^ cx^]^^J:^ "g^^^S. 5 ~ 100 mg/kg (-g-^7fl)/l^ ^<^^^ ^^^ik"^. ^sl^., 

2i> 1999\i 7€«^ "^^^fl^-l ^^S. ^2^-^ -a-S^l- 

:iL tflw] 7«11^^ ^^^^ 2.5^m^'?> €^ ^#tb ^ <^^*V<=«^ 3.^3., 

x\ 7^m^ ^^^S. 2. 5Al ^ S-^ "A^ <^^^}^ '^^ '^"A^ ^ ^ 
<^^:^^^c£{ n. ^^7} ^ 21311 ^(v/w) ^£7l- ^ t=1-^1 <^^«^>SI 

x^l-. Il€ *r3Ls|- i^^-^m'&S^^ 15^^ 30 rpm^S^ 5I^*l-aL 2^ 

^ '^s*^^ ^^*V<^ 1^> ^r-^^^^* 

tflsfl ^Ejoj-PlJE. 5ll;5l(CAS NO. 63428-83-1)^5. €^ 3.S.T:'>S.li2fl5E|# ^»S^5aT=1-. ^7] 

^IS. «^<}=51 5flfl^^ A>.g-*>^jl ^pfl^ 50%(v/v) ^^-i: 

^^'iS. ^sq^ 2 afl^^ -§-#^1^ 2:^]- 1:^^^^^ ^]-^^] >^>-§-*>5l^. 

35.^ .2.^ -B-S.^^ ^^^'SCCroton oil induced ear edema test)^ ^^1 4.^]^ ^ 
6^^ ICR ^>4-^(body weight : 20 - 30 g , n=6, SLC, Japan)<^ tfl«|| SL^s] ^^-^ 
^7] 9l^^s.. ^^Si 2^1- ^<^*>al 15^ ^ 2.5% as.^ ^'^ 
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(croton oiDS. ^^^^l^ ^ 4^]:?} ^?^1^^7l(dial thickness gauge)* >»>>-§-«><=«^ 



22> 

1] 

23> [5. 11 



X 100 





*S(iiig/kg) 






1 


27.6 


3 


31.7 


10 


34.8 


25 


33.6 


50 


32.2 


100 


30.4 




3 


30.2 


30 


39.0 




3 


19.6 


30 


21.9 



:24> 



=27> ^t!:. ^^Vel-^l^-a- -frS.^^ 91 ^^^(Arachidonic acid induced ear edema test)^ 

4Al^ ;g6j) ICR Tc>-f^(body weight : 20 - 30 g. n=6, SLC. Japan)<^ 

24-13 




y020055106 ^^>= 2003/10/1 

tfl^fl ^^-^^ e]:i-(P>swl<a. -^l^^^ 1^> 2^> %^^^)-^ ^<^«>S 15 

^ ^ 0.05% oVej-^l^g-Aj-o.^ ^<^Al^ ^ 1A1:?V :?:6fl ^^^^7l» 

28> [S. 2] 



^1- 








CO* 


AA** 




50 


21,0 


KT 


100 


25.8 


NT 


200 


30.1 


KT 




50 


35.6 


NT 


100 


36.2 


NT 


200 


38.0 


NT 




0.1 


19.8 


11.7 


0.3 


35.2 


16.5 


3 


38.0 


26.3 


10 


36.6 


32.4 


30 


37.1 


48.7 


NT: not-tested • 



c30> ^AHl 3 : ^S. 
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3i> ^7] -^AHI loflA-l -tel^VtrlE. ^^-^ (CAS NO. 25249-54-1).^ 

32> IS. 3] 









. CO* _ 


AA** 






20.2 


NT 


100 


24.1 


NT 


200 


31.2 


NT 




50 


33.2 


NT 


100 


35.1 


NT 


200 


37.5 


NT 




.0,1 


20.1 


10.3 


0.3 


34.1 


16.7 


3 


39.7 


24.9 


10 


35.6 


33.3 


30 


36.4 


49.6 


NT: not-tested 



33> ^X\c^ 4: ^12: ^ oH A]-^ 

ODS ^^1^(YMC*GEL ODS-A 12nm, S-150 m 5E^ ODS-AM 12nin, S-50 m Sfe ODS-AQ 12nin, S-50 m) 
^ <^1-B-«11 €^3.S.t'>S.ZLBfl5q* ^^l^V^cIl ^1^^ 3tifl^^ 20%(v/v) 1^1^^ -§-#^1 
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20055106 

36> 'iHlB.'il: -n-5.'^J ej-^l^^ (Acetic acid induced writhing test)-a: ^'^] 

«=11 ^-^1^1^ ICR TJ>^cii(body weight : 20~30g , n=8, SLC. Japan)«^ tfl€fl TiL=s\ -f-"^ 
o^l.(p].S.ul^. oi^^f- 20^ ^0.7% ^Hm-Ji-i: ^^>^ ^ 15 

^ lO^tl^ sl-ol^ (writhing) ^^]-%:^ "^-^ 5. 4<^ ^Bfifl^tf. 

37> IS. 41 





-8-^(mg/kg) 




CO* 


M** 


tll25(pl-S.al'a) 


1 


6.6 


37.9 


10 


24.0 


48.8 . 


100 


29.8 


56.5 




0.1 


29.6 


62.1 


1 


34.8 


68,4 


10 


45.8 


76.9 


1 **:<sHlH>i!: -fri 


rS.-^ ^ ^^^^ -a^^ ^3)- 



39> ^^Hl 14 ^>fll-<^ JL^^^^^aL 

StJlJ^nsflsEKHPLO^- ^^]^ ^4 ■frJu^''^ '^^^ rfi^flS.A>ols.(sweroside)7> 15.1 ~ 72.1 
S.7>\i(loganin)<^l 13.9 ~ 41.4 ^-^^^ $X^-^ n^l-^}^"^. rii^^A>ols. 

(sweroside)^ (loganin)sl ^^S.^ ^:^]si\- X\7]^S. S. *3L1- 



24-16 




^^ <^7\-: 2003/10/1 



■40> 15. 51 







o ^ \1 o 








Lo:34.6 


Lo : 38.3 


Lo : 38.2 


Lo : 31.4 


1 


Cut • <7 7 


OW • ^J.*r 


Sw : 48.6 


Sw : 59.2 




■ Total: 92.3 


Total : 93.7 


Total*: 86.8 


Total : 90.6 




Lo : 30.2 


Lo : 32.3 


Lo : 33,3 


Lo : 28.6 


2 






OW . 


OW * oo.o 




Total : 94.3 


to&l : 94.4 


Total : 87.5 


Total : 91.9 




Ijo:2Z7 


Lo ; 26.1 


Lo:25.8 


Lo : 20.5 


3 


DW « tU^ 


OW • o/.o 


OW • 


Sw : 72*1 




Total : 92.9 


Total : 93.7 


Total : 86.1 


Total : 92.6 




Lo : 13.9 


Lo : 15.9 


Lo : 19.1 


Lo : 14.2 


4 


Sw : 63.1 


Sw : 60.1 


Sw: 653 


Sw : 69.7 




Total : 77.0 


Total : 76.0 


Total : 84.4 


Total : 83.9 




Lo : 17.1 


Lo : 14.2 


Lo : 18.7 


Lo : 14.9 


5 




OW » jOmI 


OW . UV.A 


Sw : 55.2 




Total : 69.4 


Total : 69.9 


Total : 84.9 


Total : 70.1 




Lo : 19.4 


Lo:16.2 


Lo:233 


Lo : 17.4 


6 


OW . o<p.*f 


Sw : 38,2 


Sw : 43.5 


Sw : 42.6 




Total : 52.8 


Total : 54.4 


Total : 67.0 


Total : 60.0 




Lo : 21.7 


Lo:253 


Lo:28.9 


Lo : 22.4 


7 


^fV > 1 ^ 1 
OW . I J, I 


Sw : 17.5 


Sw ; 29.8 


Sw : 35.2 




Total : 36.8 


Total: 42.8 . 


Total : 58.7 


Total : 57.6 


8 


Lo:23.S 


Lo:27.0 


Lo : 30.1 


Lo : 32.1 


Sw t ^t9»A 


OW 1 


Sw : 35.9 


Sw : 36.4 




Total : 52.9 


Total : 59.7 


Total : 66.0 


Total : 68.5 




Lo : 25.3 


Lo:30.1 


Lo : 33.6 


Lo : 39.2 


9 


Sw : 47.6 


Sw:4S.3 


Sw!42.S 


Sw:40.2 




Total : 72.9 


Total : 75.4 


Total: 76.1 


Total : 79.4 


10 


Lo:28.7 


Lo:32.2 


Lo : 33.8 


Lo:37..4 


Sw : S2.2 


Sw:50.5 * 


Sw:48.2 


Sw : 433 




Total : 80.9 


Total : 82.7 


Total : 82.0 


Total : 80.7 


11 


Lo:39.6 


Lo : 373 


Lo:38.0 


Lo:41.4 


Sw : 54.3 


Sw:58.3 


Sw:54.6 


Sw:45.6 




Total : 93.9 


Total : 95.6 


Total : 92.6 


Total : 87.0 


12 


Lo:36.2 


Lo:33.7 


Lo:35.2 


Lo : .40.2 


Sw:56.8 


Sw : 60.2 


Sw:583 


Sw : 52.6 




Total : 93.0 


Total: 93.9 


Total: 93.5 


Total: 92.8 



Lo : Loganin, Sw : Sweroside 



<41> 
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is. 61 



^^^^^^ -^JL%^i ^^51 ^s. 





(mg/Kg) 


^^■t .(*) 


. CO* 


AA** 




10 


25.6 


46.9 


100 ^ 


28.8 


56.8 


Lo:21.7. Sw:15.1 
Total : 36.8 


1 


37.2 


70.2 


in • 


46.3 


75.1 


U>:2S.3,Sw:n4i 
Total: 42.8 


1 


40.3 


72.2 


in 


51.2 


84.3 


^^^^ 7€ 

Lo : 22.4, Sw: 35.2 
Total : 57.6 


1 


49.8. 


78.8 


10 


52.6 


85.6 


. Lo : 33.6, Sw : 42.5 
Total: 76.1 


1 


52.1 


82.9 


10 


52.4 


85.5 


11^ 

Lo:37.3«Sw:58.3 
Total : 95.6 


1 


53.4 


84.6 


10 


53.2 


87.7 
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•43> ^5^^(Heparin)-^S. y^^^ ^^}7]S. S^t) ^;a-6^:^Bl "t^ 20 me^ ^fl#l«>^ 
^ 10^:a «1s^JL ^^}m: ¥^>-S- ^SbI^^^S. 10«fl 

^^S, tl^^^^ 1^> ^ 4^ ^#^^11-^ ^3^^ -§-^-S 0.5 m45^ sj-^^^ ^ 

^ 0.5 m«» Al^^ofl i^ol ^w]^].^t:^.(^^^ tfl^^-^l- ^^^(100 % -g-l) tfl2:$£ 
3. 37 1C -^^Sofl^-I 151-lV ^^MJL trfA] 45^^ '^^<^flAi ^J-^I^V^cj-. p>;^1^o.^ ' 
2500 rm^^ ^ ^^^-^ 540 iim<fl>H ^^«>^4. 

=44> [5. 71 











0.73 


0.17 


. ^^^^-i- 5 X 10"* g/al 


0.69 


0.10 


1.5 X 10-" g/mZ 


0.73 


0.11 


5 X IQ-" g/mi 


0.74 


0.88 


^■f^^ 5 X lO"" g/nt 


15.2 


0.20. 


5 X g/ml 


35.1 


0.15 


5 X 10"* g/me 


23.0 


0.45 



«45> ^^Ic^l 7 : ^^^^1-^ 

c46> A'^lt}: ^ofl €^^1^ SD 2flH(body weight : 120 ~ 170 g, -g-^ ^ ^ 

^ 5i^>el. SLC, Japan)<^ tfl-gfl ^sfl 3^ 1.0 g/Kg. 

1.5 g/Kg, 2.0 g/Kg ^<^*>^ 30^:?> ^ 30^ tl^^S. ^'^ ^%*>^ 
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f0200551O6 ^^>= 2003/10/1 

47> ^A]M:^ LDso^ 2.0 g/Kg ^^"^^^(LBzo = 2.0 g/Kg) 2.0 g/Kg^ -§-^ 

o||A-l :f.o^ ^ 10^:?V :§.^ ^7} ^ ^^7} i^n^o_i^ § ^45|^ul r}.^- 

:48> 50. 100. 150 mg/I{g^ -g-^^S. -^-^AHls. ^X[^ ^^^^c^^-. ^c^^3i^ci^ ^> 

c49> l: ^'''Hl^ ^12: 

C50 ^7] ^AHl 4<^1A-1 ^j^^ll-^ <^l-§-§l-<=^ ^A>;*|1» ;»ll2:Sf|- 

c5i> ^A>-g-«=g# : <?1^^ ^f^^;^!!- 20 mg 

c52> 'StM* 60 mg 

«3> cfl-g-^Vfe : ^^>-B- ^Ssl'^'^T^^ 2000 mg 

s54> %. 2080 mg 



24-20 



^^ ^^>: 2003/10/1 



57> ^A>^«»fl# : oi^^ 50 mg 

:58> KH2(P04) 8.5 mg 

59> ^^\-%- ^i^^'^^ 3000 mg 

--60> ^ 3058.5 mg 

=6l> 3 : ^^M^ 

«3> -^>^>-§-«^^l- : 91^^ 100 mg 



«4> ^T^l- 300 mg 

«5> KH2(P04) 17 mg 

«66> ^''•V-S- '^Ssl^^^ 3000 mg 

s67> ^ 3417 mg 



i^fl^ t+El-i+ ^^^^1 ^o]^ ^^M^ 
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^^ '^A: 2003/10/1 
[^^•^ 1] 

oi:^-^ #S ^<=>fl <^4*V^. ^-1^ ^S** ^ 

[^^% 3] 
[^^■sj- 41 

>:4flS.A>ols(sweroside)5j|- S.7>\d(loganin)<5l -fi- Jl%^ ^^S. ^-fh^ ^.s. 
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'020055106 



%^ <^7^: 2003/10/1 



51 

4 ^'H^i, >i^S.AVolH(sweroside)fe 15.1 ~ 72.1 ^7] S.7>\i 

(loganin)^ 13.9 - 41.4 ^^%o] ^<y-ir ^^^^ ^'^ ^^>^1 
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'020055106 



^^ <U7]-: 2003/10/1 



l£ 11 



FT® 




Q 1 mg/Kg 
■ 10 mg/Kg 
□ 10Q.mg/Kg 



ijr -ir ^ 

MS. 




s 1 mg/Kg 
■ lOmaKg 
□ 100 mg/Kg 



V&' ^, 

*^ *^ 



.A|£. 
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